Expression vector containing the coding region of KRAS-WT was subjected to direct mutagenesis to generate G12C mutant. The NCI-H1299 cell line was purchased by ATCC and grown in RPMI-1640 medium. Clones were obtained by transfecting the NCI-H1299 cell line with the expression plasmids encoding for the mutant KRAS-G12C and the KRAS-WT as a control. Transfected cells were seeded at low density with G418-containing medium, to select positive clones. Isolated clones were then tested for the presence of the overexpressing form of KRAS (either mutant or WT) by western blot analyses and by PCR and sequencing. All clones were grown in medium including 500 ug/ml of G418 (Gibco).
Absolute metabolite profiling
Targeted metabolomics analysis of samples was performed using the Biocrates AbsoluteIDQTM p180 kit (Biocrates Life Science AG, Innskruck, Austria). This validated targeted assay allows for simultaneous detection and quantification of metabolites in biological samples in a high-throughput manner. The metabolite extracts were processed following the instructions by the manufacturer and analyzed on a triple-quadropole mass spectrometer (AB SCIEX triple-quad 5500) operating in the multiple reaction monitoring (MRM-MS) mode. The assay is based on PITC (phenylisothiocyanate)-derivatization in the presence of internal standards for the analysis of aminoacids and biogenic amines resolved and quantified by liquid chromatography-tandem mass spectrometry (LC-MS/MS) using scheduled MRMs. Subsequent flow injection analysis tandem mass spectrometry (FIA-MS/MS) is performed to analyze acylcarnitines, glycerophospholipids, hexose. MRM detection is used for quantification applying spectra parsing algorithm integrated into the MetIQ software (Biocrates Life Science AG, Innskruck, Austria). Concentrations are calculated and evaluated by comparing measured analytes in a defined extracted ion count section to those of specific labeled internal standards or non-labeled ones, provided by the kit. The measurements are made in a 96-well format. Seven calibration standards, four quality control samples, three zero samples (methanol) and one blank (solvents) are integrated into the plate. The limit of detection for the individual metabolites is set to three times the values of the "zero samples". For analytical specification refer to the AbsoluteIDQp180 Kit manuals. Five quality controls (QCs) were included in the analysis to assess the quality of the data. The CVs of all metabolites measured in the (QCs) were below 15%. The list of all the measurable metabolites is provided in supplementary table S5. For glycerophospholipids, the precise position of the double bonds and the distribution of the carbon atoms in different fatty acid side chains cannot be determined with this technology. Lipid side-chain composition is abbreviated as Cx:y, where x denotes the number of carbons in the side chain and y the number of double bonds. The nature of fatty acids linkage is expressed as aa for diacyl or ae for acyl-alkyl. For example, PCaaC32:1 denotes diacyl-phosphatidylcholine with 32 carbons in the two fatty acids side chains and a single double bond in one of them.
Cyto-ID assay
Twenty-four hours after cell plating, BEZ235 (50 nM) or BKM120 (2 μM) was added. Forty-eight hours later, Cyto-ID stained autophagic compartments were measured using the Cyto-ID kit (Enzo Life Sciences), according to the manufacturer's instructions. 
